Comment
This case demonstrates several typical features of chromoblastomycosis: lower legs and feet are the commonest sites, lesions are usually verrucous and papular in appearance, pruritus is the main symptom and Jamaica is an endemic area. However, it is unusual to have widely separated foci of infection and, since hlmatogenous spread is uncommon, it is presumed that the lesion on the wrist is the result of autoinoculation.
There is no wholly satisfactory method of treatment. Intralesional amphotericin B has enjoyed most favour but appears to be palliative rather than curative in lesions of this size (Whiting 1967) . Encouraging success has been reported with 5-fluorocytosine (Lopes 1971) . The organism in this patient is sensitive to the drug and a trial of this therapy has been commenced.
Practolol-induced Drug Eruption E S K Assem MRCP and R A Banks Ms (Department ofPharmacology, University College London, and University College Hospital, London WCJ) Woman, aged 55. Housewife History: The patient was referred to Dr T W E Robinson from the Cardiology Department with a three-month history of rash which had begun three weeks after her drug therapy had been changed from propranolol (taken for five years for treatment of angina pectoris) to practolol. The initial eruption appeared on the ankles and rapidly spread to involve mainly the buttocks, thighs and elbows. Other drugs given at the same time as practolol were Nativelle's Digitaline, frusemide, potassium supplements, spironolactone, phenobarbitone and trinitroglycerine. Phenobarbitone had been stopped for a period of ten days, but this had no effect on the rash. Past history: 1934, rheumatic fever; 1952, ulcerative colitis; 1959, nocturnal epilepsy; 1963 , congestive cardiac failure with mitral and tricuspid incompetence. Penicillin allergy, suspected in 1955 and 1967, was confirmed in 1968 by a positive skin test, presence of reaginic antibodies in serum and histamine release from isolated leukocytes. IgE, estimated in serum samples collected in early 1968, was within the upper limit of normal (900 ng/ml), but subsequently dropped to a level persistently below 250 ng/ml. She also had a history of allergy to chloramphenicol, confirmed by a delayed reaction in the skin test, and gave a family history of eczema and food allergy. On examination: Mitral and tricuspid incompetence, with mild cardiac failure. Skin lesions were most marked on the thighs, buttocks (Fig 1) , extensor surface of elbows, axillk, hands and feet. They fluctuated in quality, being at times psoriasiform and at others lichenoid. Investigations: Chest X-ray: cardiomegaly, upper lobe blood diversion; ECG: atrial flutter. Blood (Table 1) . 
Discuission
The lymphocyte stimulation test provided evidence of a specific immunological response to practolol. This is the first reported case with such a response clearly distinguishing between the two closely related compounds propranolol, a non-selective fl-blocker, and practolol, a selective 3,1-adrenoceptor blocking agent. The association of a positive lymphocyte stimulation test with negative results in in vitro correlates of immediate-type allergy may suggest a cell-mediated immune response (delayed-type hypersensitivity) to practolol. However, this conclusion may be wrong, since in patients with an allergic drug reaction of the classical immediatetype, false negative results are more frequent in in vitro correlates of immediate-type allergy than they are in the lymphocyte stimulation test, when the drug itself rather than proper conjugates is used for testing. Girard et al. (1967) have also shown that a positive lymphocyte transformation test may be obtained in classical examples of immediate-type allergy.
The skin rash, LE cells and ANF may also have been induced by practolol, but direct evidence is lacking. According to Wiseman (1971) , the incidence of rashes in patients treated with practolol was only 0.3 % (7 out of 2100 patients). Drug eruptions reported to the manufacturers (ICI Ltd) were either urticarial or exfoliative, and in some cases were associated with fever, arthralgia and presence of ANF in serum.
Addendum: Further evidence suggesting the relationship between the administration ofpractolol and development of some of the manifestations of a LE-like syndrome has been obtained. Serum collected one year before the change from propranolol to practolol was negative for ANF. Within four weeks of stopping practolol, LE cells could not be detected, and the test for ANF became weakly positive. Within six weeks no ANF could be detected. Propranolol has since been readministered to this patient without illeffects and without the reappearance of ANF.
Serum samples from this patient containing ANF were tested for anti-DNA antibodies (Dr G R Hughes). The results were within normal limits, which is compatible with the findings of Hughes (1971) . Hughes reports that 'patients with drug-induced lupus for whom standard ANF and LE cells were positive did not have anti-DNA antibodies'.
Dr G M Levene: The results of lymphocyte transformation in this case are impressive. I should like, however, to question the implication that positive lymphocyte transformation always indicates delayed hypersensitivity. Although a correlation with delayed hypersensitivity is well established, there is also evidence (Zeitz eta . 1966 , Richter & Naspitz 1968 ) that lymphocyte transformation to pollen antigens can be associated with hay fever, a disease with symptoms triggered by IgE antibody. Transformation has also been shown to correlate with the titre of hamagglutinating antibody following injection of keyhole limpet hiemocyanin (Curtis et al. 1970) . One cannot exclude the possibility, in this case, that antibody-forming cells might be transforming, or that immune complexes formed by antibody and the antigenic moiety (the drug itself or a metabolite) might be stimulating the lymphocytes.
One must be cautious in assuming that the transformation of lymphocytes by a drug in a test tube necessarily means that a complex clinical syndrome present at the same time is due to allergy to that drug.
Dr H R Vickers: There are still many gaps in our understanding of the mechanism of drug eruption. One problem which always arises when LE cells are found in this type of patient is whether or not the particular drug triggers offa latent LE tendency.
Dr A Macdonald: The LE-like reactions induced by drugs may be broadly divided into two groups. -First, a LE reaction may be precipitated in a genetically predisposed person, activating quiescent or latent disease of the LE type. Secondly, there appears to be a group of drugs which can induce a self-limiting and reversible LE-like reaction in otherwise completely normal people. Many if not all the drugs in this category, such as hydrallazine, procainamide and practolol, are drugs with beta-adrenergic blocking capacity. Dr James Mowbray (Department of Experimental Pathology, St Mary's Hospital Medical School) has seen a number of patients react to beta-blockers given for various cardiovascular disorders, by developing such a rash and in one case the full syndrome of LE nephritis.
Dr Louis Forman: The Committee on Safety of Drugs has 6 cases of suspected reaction to practolol and Stevenson & Rowland (1972) have reported a further case. Recently I have seen a man of 47 with a viral carditis treated for six weeks with phenytoin, Navidrex-K and practolol, who developed a general-' ized erythroderma with exfoliation, cedema of the legs and enlarged inguinal glands. He began to improve when practolol was stopped, but any of the drugs he was taking could be suspected and readministration of practolol could have provoked an unpleasant and possibly dangerous reaction. The advantages of an in vitro test such as the lymphocyte transformation test, which may be able to determine which of several drugs taken simultaneously is responsible for the skin reaction, are obvious.
The following cases were also presented: 
